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THE EVALUATION OF VARIOUS ANTIHISTAMINES AS
LOCAL ANESTHETIC AGENTS*
CHARLES GEORGE STEFFEN, M.D., RICHARD MIHAN, M.D. AND MURRAY
ZIMMERMAN, M.D.
There have been some recent studies on the clinical uses of the antihistamines
as local anesthetic agents (1, 2, 3, 4). These have included the use of the anti-
histamines as local anesthetics for minor surgical procedures, nerve blocks and
spinal anesthesia. The authors have compared the particular antihistamines
under evaluation to procaine and, in general, have obtained results superior to
those of procaine. Toxic effects due to the local injection of the antihistamines
have been reported, however (5, 3). These consist of erythema, necrosis and
ulceration at the site of injection. These reports have probably been the cause
of the limited clinical acceptance of the antihistamines as local anesthetics. The
purpose of this study is to evaluate further the local anesthetic action and the
side effects of four antihistamines.
METHOD
One per cent solutions of four antihistamines in isotonic saline were made
available in identical multiple dose bottles. These antihistamines were tripelen-
namine (Pyribenzamine®), diphenhydramine hydrochloride (Benadryl®), pyril-
amine maleate (Neoantergan®) and chloroprophenpyridamine maleate (Chlor-
trimeton®). The bottles were labeled only A, B, C and P. The surgeon was
given an unlabeled, filled syringe and the operation was performed in the usual
manner. After each surgical procedure the bottle label, the type of procedure
and the amount of the drug used was noted by an independent observer. The
surgeon noted whether the drug produced satisfactory anesthesia.
The surgical procedures consisted of scalpel biopsies, electrodesiccations and
curettements, small skin grafts and excisions of tumors. These were performed
on all areas of the skin including the digital extremities. No punch biopsies were
included because of the small amount of pain usually associated with this pro-
cedure. It was originally planned to use isotonic sodium chloride as a control
solution. This had to be abandoned however, as no patient given saline was
able to tolerate a surgical procedure.
RESULTS
Fifteen surgical procedures were performed with each drug. One per cent
Benadryl was a satisfactory anesthetic agent in 14 of the 15 cases. One per cent
Neo-antergan was satisfactory in 13 of 15 cases. One per cent Chior-trimeton
was satisfactory in 12 of 15 cases and one per cent Pyribenzamine was satisfac-
tory in every case. In no case was the surgeon forced to interrupt the procedure
and use a different anesthetic. The anesthetic was labeled unsatisfactory if the
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patient was having any discomfort. There were no delayed reactions after the
surgical procedures. Wound healing progressed normally in every case. An
erythematous wheal approximately 5 cm in diameter appeared immediately at
the site of injection of Pryibenzamine in one case. No other patient exhibited
this type of reaction. The amount of each drug used was comparable and varied
from 0.5 to 5 cc.
DISCUSSION
Each antihistamine tested produced satisfactory local anesthesia for minor
surgical procedures of the skin. Pyribenzamine produced satisfactory anesthesia
in every case and would seem to be the drug of choice for further investigation.
The results with Benadryl were almost identical with those of the previous ex-
periment (1). In this experiment Benadryl was a satisfactory anesthetic in 18 of
20 cases, while 2 per cent procaine was satisfactory in 17 of 20 cases. The reason
for the apparently high number of unsatisfactory cases with procaine and some
of the antihistamines was the criterion used. The anesthesia was labeled unsatis-
factory if the patient complained of any pain, not if another drug had to be
substituted to complete the procedure. This was done because an attempt was
made to differentiate the anesthesia produced by drugs which exerted a very
similar effect. None of the patients complained of more than slight discomfort.
The method of anesthetic action of the antihistamines is not known. It is not
due to the local edema produced by the injection of the solution because saline
produced no anesthesia in this series. Further studies will be done in an attempt
to elucidate this point.
SUMMARY
Four antihistamines were used as a local anesthetic agent in various surgical
procedures of the skin. It is concluded that a 1 per cent solution of Pyribenz-
amine, Benadryl, Neo-antergan and Chlor-trimeton would be a satisfactory and
safe substitute for procaine in patients who are either allergic to procaine or who
obtain little or no anesthesia from procaine. Pyribenzamine produced satisfac-
tory anesthesia in every case and would seem to be the drug of choice for further
investigation. No explanation for the modality of action of the antihistamines
as local anesthetics is offered. They do not act because of the local edema pro-
duced by the injection of the solution as isotonic sodium chloride produced no
anesthesia.
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